OBJECTIVE: Determine whether OCD is a familial condition. METHOD: Eighty probands were recruited from four Baltimore-Washington area OCD treatment center. Seventy-three control probands were recruited using a random-digit-dialing approach and matched for age, gender, race, and telephone exchange. Three hundred forty-three first-degree relatives of case probands and 300 first-degree relatives of control probands participated in the study. Subjects were interviewed directly by clinicians (psychiatrists or PhD psychologists) using a modified version of SADS-LA and SIDP(IV). Additionally, a knowledgeable informant was interviewed about each subject. Consensus DSM-IV diagnose were made by an independent review about each subject and by an independent review of all clinical material Data were analyzed using logistic regression along with a Generalized Estimation Equations procedure for correlated data. Age and sex of the relative were modeled as covariates. RESULTS: Significant odds ratios were found for all definitions of the affected phenotype, indicating that first degree relatives of cases met criteria for OCD-related phenotypes more often than first-degree relatives controls. In general, using a more stringent criterion for affection status resulted in a more significant odds ratio all odds increased when age effects were taken into consideration. A stronger familial risk was found for obsessions than for compulsions. CON-CLUSIONS: These results indicate that OCD is a familial condition and suggest that stricter diagnoses a more specific. Molecular genetic studies of OCD are indicated.
EVIDENCE OF A SCHIZOTYPY SUBTYPE IN
OBSESSIVE COMPULSIVE DISORDER (OCD). Sobin C, Blundell ML, Weiller F, Gavigan C, Haiman C, and Karayiorgou M.. The Rockefeller University, New York, NY.
OCD patients represent a heterogeneous mix of clinical phenotypes, likely reflecting a wide range of genetic vulnerabilities. The previously reported overlap between symptoms of OCD and schizophrenia suggested that schizotypal traits could have the potential to distinguish a relatively homogeneous subtype of OCD. We obtained schizotypy scores for 119 affected adult probands who met lifetime criteria for DSM-IV OCD. Five subscales from the Structured Interview of Schizotypy were used to assess ideas of reference, suspiciousness, magical thinking, illusions, and psychotic-like thought. Fifty-percent of our OCD sample had mild to severe positive schizotypy signs.
T-and chi-square tests of significance suggested seven variables that distinguished OCD patients with schizotypy, including earlier age of onset, greater number of comorbid diagnoses, and increased rates of learning disability, aggressive and somatic obsessions, and counting and arranging compulsions. Three of these seven variables, including learning disabilities, counting compulsions, and history of specific phobia, significantly increased the odds of schizotypy among patients with lifetime OCD. These findings enhanced the validity of the schizotypy construct in OCD. Whether this schizotypy subtype can distinguish a subgroup of patients with relatively homogeneous genetic characteristics and thus facilitate genetic linkage and association studies waits further investigation. Preliminary examination of two candidate genes for OCD, COMT and MAO-A (Karayiorgou et al. Biol Psychiatry 45, 1178 -89, 1999 did not reveal any preferential transmission of alleles to the subgroup of OCD patients with high schizotypy scores.
A CONTROLLED COMMUNITY-BASED FAMILY
STUDY OF OCD AND GTS. Zohar AH. Scheinfeld Center for Human Genetics in the Social Sciences, Department of Psychology, Hebrew University, Jerusalem, Israel. 100 families were ascertained by probands who met criteria for obsessive-compulsive disorder (OCD), for Tourette's Disorder (GTS), and probands who were screened clear of all axis I disorders (Controls). Probands were between 15 and 25 years of age. Probands, their siblings and parents were individually interviewed by clinicians using the SCID-IV or the Kidi-SADS. In addition, an extensive neuropsychological evaluation, measures of personality and expressed emotion (EE) were administered. The relative risk for OCD in families of OCD probands was 9.27 (Chi-square 6.02, pϽ0.01) and in families of GTS probands the relative risk for OCD was 5.4 (Chi-square=3.7; pϽ0.05). In families of GTS, but not in families of OCD there was elevated risk for all tics combined (Chisquare=8.99; pϽ0.003). No other axis I disorder showed elevated familial risk. Axis II obsessive-compulsive personality disorder and avoidant personality disorder, were not elevated in OCD or GTS families. Analysis of variance resulted in significant differences in measures of attachment between families of OCD, GTS, and controls. Family members in OCD families reported more parental criticism, less maternal caring and less emotional involvement. Five minute speech samples of maternal EE yielded higher scores for children with OCD or for children with all axis I disorders combined but not for children with any other single axis I disorder including GTS, ADHD, and depression. Distinctive neuropsychological and personality profiles were found for the three proband groups, and similar but milder patterns for their first degree relatives, suggesting distinct endophenotypes of normal traits in the absence of pathology.
Acknowledgements: This study was supported in part by grant #00759-01R03 TW from the Fogarty Foundation, grant # 032-1227 from the Israel Ministry of Health, and the Richard and Caroline Jaffee 1999 fellowship for clinical psychology. Family, twin and adoption studies support an etiologic role for genes for ADHD. Of particular relevance to this study is a neurobiological explanation that a dysregulation of the catecholaminergic system is involved in ADHD. This study uses the haplotype-based relative risk method (HRR) in trios composed of probands and biologi-
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